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From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

WOLF, GREENFIELD & SACKS, P. 
Attn. Plumer, Elizabeth R. 
600 Atlantic Avenue 
Federal Reserve Plaza 
Boston, Massachusetts 02210 
UNITED STATES OF AMERICA 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 



Applicant's or agent's file reference 

I0254/7007WO 



International application No. 

PCT/ US 97/11279 



Date of mailing 

(day/month/year) 21/01/1998 



FOR FURTHER ACTION See paragraphs 1 and 4 below 



Internationa] filing date 
(day/month/year) 27/06/ 1997 



Applicant 

TRUSTEES OF TUFTS COLLEGE et al. 



DOCKETED 

JAN 2 9 1998 



1.0 The applicant is hereby notified thai the International Search Report has been established and is transmitted herewith. 

Filing of amendments and statement under Article 19: ' A ^i;^»; rt n Rule 46V 

The applicant is entitled, if he so wishes, to amend the claims of the lnternat.onal Apphcat.on (see Rule 4b). 



When? The time limit for filing such amendments is normally 2 months from tlin 1 1 in ^^J^^ INULAi. 
International Search Report; however, for more details, see the note-* «n the accompanying sneei.. 

Where? Directly to the International Bureau of WIFO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 
Fascimile No.: (41 -22) 740.14.35 

For more detailed Instructions.see the notes on the accompanying sheet. 



on the accompanying sheel^ 
File Folder ^-Ol^S^- 
Eiectronic CodeBook 
Docket Entry3-?|^ E>- 
Dor>=st Cross Off 
Ordsr Ccy.es □ 
Annuities £| 
Other LJ 




2. n The applicant is hereby notified that no International Search Report will be established and that the declaration under 
I — ' Article I7(2)(a) to that effect is transmitted herewith. 

3 □ With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

□ no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further actlon(s): The applicant is reminded of the following: 

Short* aftensmonths from the priority date, the ^alicna! »pp^ 
If the applicant wishes to avoid or postpone publication, a fffig^SiSKX before the 

priority daim, must reach the International Bureau as provided in Rules 906/s.l and ageism, respecuv y, 
completion of the technical preparations for international publication. 

WMn 19 months from the priority date, ademand ^InbnfndP^ ^&^^oS^i!^^. 
wishes to postpone the entry into the national phase until 30 months from the pnonty dale (in some unices 




Form PCT/ISA/22C (January 1994) 



INT' NA" 



XLS .RCH REPORT 



.rnational dllon N 

PCT/US 97/11279 



I ift^ffififfff™ To7K14/435 C07K14/16 CG7K14/535 ....C07F5/02 
A61K38/16 A61K31/69 

According to International Patent CtoMificaKon QPC) of to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 C07K C07F A61K 



Documentation searched other than minimum 



documentation to the extent that such documents are included in the fields searched 



Electronic data 



base consulted during the international search (name of data base and, where practical, search terms used) 



| C. OOCUME 
Category* 


NTS CONSIDERED TO BE RELEVANT _ 

Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


WO 95 15309 A (FERRING BV -.JENKINS PAUL D 
(GB); JONES D MICHAEL (GB) ; SZELKE MICH) 8 
June 1995 

see page 1, paragraph 4 - page 3, 
paragraph 10 

see page 4, paragraph 4; claims; examples; 
table 7 


1-16, 
35-59 


A 


WO 95 29190 A (PASTEUR INSTITUT) 2 
November 1995 

see page 25, paragraph 4 - page 27, 
paragraph 1; claims; examples 


1-16, 
35-59 


A 


US 5 329 028 A (ASHKENAZI AVI J ET AL) 12 
July 1994 

see column 2, line 63 - column 3, line 23; 
claims; examples 

-/" 


1,39-41 



m 



Further documents are listed In the continuation of box C. 



Patent family merrbtn are Gstedin annex. 



* Spectal categories of cited documents : 

*A* document defining the general state of the art which Is not 

considered to be of particular relevance 
*E* earlier document but published on or after the fcitemaBonal 

filing date 

V document which may throw doubts on priority clajro(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

•O* document referring to an oral disclosure, use, exhibition or 
other means 

"P" document pubGshed prior to the International filing date but 
later than the priority date claimed 



T later document published after the in^mabcwd 5Gng date 
or priority data end not in conflict with the eppjcabon but 
cHed to understand tha principle or theory underlying the 
invention 

cannot be considered novel or cannot be considered to 

. ^eanlnvenuvestepwhenthedocumentis lakenatone 

T documentor particular relevance; the claimed invention 

SE5 be considered to Involve an Inventive when the 
document Is combinodwi*. one ormore other sue* 
menb, such combination being obvious to a person stalled 
In the art 

•&* document member of the same patent family 



Date of the actual completion of the International search 

7 January 1998 



Date of mailing of the tntamafional search report 

2 1. 01. 98 



Name and malting address cf the ISA 

European Patent Office, P.B. 5818 PatenBaan 2 
NL-2280HVR$swi?< 
Tel. (+31-70) 340-2040, Tx. 31 651 eponl, 
Fax: (+31-70) 340-3016 



Authorized officer 

Fuhr, C 



Fwrn PCT/1SA/210 (seco-id sheet) (July 1992) 



page 1 of 2 



INT NA NAL SEARCH REPORT 



ematlonal cation No 

PCT/US 97/11279 



' C.(Continuatlon) DOCUMENTS CONSIDERE D TO BE RELEVANT 

Category • I Citation o( document with indieation.where appropriate, of the relevant paiia;e» 

J. Wijdenes et al. 'Monoclonal Antibodies 
(mAb) against 6P130 imitating Cytokines 
which use the gpl30 for Signal Trans- 
duction' in: The 9th International 
Congress of Inmunology, Abstract Book, 
23-29 July, 1995, Sah Francisco, CA, USA 
XP002051385 

abstract no. 1794 on page 303 
see abstract 



Relevant to claim No. 



Form PCT/1SAJ210 (eenlir.iialien ot •eoond «h««g (July 19MJ 



page 



2 of 2 



INT MAI AL SEARCH REPORT 

Imormatlon on patent lamlly members 



rnatlonal . 



ation No 



Patent document 
cited in search report 



WO 9515309 A 



PCT/US 97/11279 



Publication 
date 



Patent family 
member(3) 



08-05-95 



AU 

CA 

CN 

CZ 

EP 

FI 

HU 

OP 

NO 

PL 

ZA 



1113395 
2178055 
1141033 
9601595 
0731789 
962315 
76274 
9509921 
962269 
314838 
9409525 



A 
A 
A 
A 
A 
A 
A 
T 
A 
A 
A 



Publication 
date 



19-06-95 
08-06-95 
22-01-97 
15-01-97 
18-09-96 
05-08-96 
28-07-97 
07-10-97 
30-07-96 
30-09-96 
02-08-95 



W0 9529190 A 


02-11-95 


FR 
AU 
CA 
EP 


2719049 A 
2412595 A 
2188470 A 
0756603 A 


16-11-95 
02-11-95 
05-02-97 




12-07-94 


US 


5605791 A 





Fo<m PCTASAQ10 (paler.: tamfly anno*) (July 1992) 



PATENT COOPERATION TREAT* 



PCT 



INTERNATIONAL SEARCH REPORT 
(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 

I0254/7007WO 


PDR PIIRTHFR see Notification of Transmittal of International Search Report 
run run I ncn ^ pcT/lSA/220) as well as. where applicable, Rem 5 below. 
ACTION 


International application No. 


International filing date (dayfmonth/year) 


(Earfiest) Priority Date (day/month/year) 


PCT/ US 97/ 11279 


27/06/1997 


11/04/1997 


Applicant 






TRUSTEES OF TUFTS COLLEGE et al. 





This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of _ 



sheets. 



|t is also accompanied by a copy of each prior art document cited in this report. 



1. [^] Certain claims were found unsearchable (see Box I). 
2 - Q Unity of invention is lacking (see Box II). 

3. M The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 
international search was carried out on the basis of the sequence listing 
f)("| filed with the international application. 

| | furnished by the applicant separately from the international application, 

n b "t not accompanied by a statement to the effect that it did not include 
. matter going beyond the disclosure in the international application as filed. 

| | Transcribed by this Authority 



4. With regard to the title, the text is approved as submitted by the applicant 

[~"| the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

|Yl the text is approved as submitted by the applicant 

n the text has been established, according to Rule 38.2(b) by this Authority as « [ appears in 
Box Hi. The applicant may, within one month from the date of mating of this International 
Search Report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 

RgureNo. □ as suggested by the applicant. 0 None of the figures. 

|""~| because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/US 97/11279 



Box I Observations where certain 



claims were found unsearchable (Continuation of item 1 of first sheet) 



This International 



Search Report ha* not been established in respect of certain claims under Article 17(2)(a) (or the following reasons: 



^ blouse they relate to subject matter not required to be searched by this Authority, namely: 

see FURTHER INFORMATION sheet PCT/ISA/210 

^b^fenrfateto parts of the International AppHcation that cto not compiy with the 
an extent that no meaningful International Search can be earned out, specifically. 

see FURTHER INFORMATION sheet PCT/ISA/210 



I I Claims Nos.: 

because they are dependent claims and are 



not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention Is la cking (Continuation of Hem 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . f-l As all required additional search fees were timely paid by the applicant, this International Search Report covers atl 

' » searchable claims. 



2. [ | As all searchable claims could 
of any additional fee. 



be searched without effort justifying an additional fee, this Authority did not invite payment 



3 nAsorUysomeoftherequiredadditiona.searchfeesweretimelypaid 
L— I covers only those claims for which fees were paid, specifically claims Nos.. 



4. □ No required additional search fees were timeiy paid by the •V^°™ggf: * b 8 " W * *** " 

L — 1 restricted to the invention first mentioned in the claims; it is covered by claims Nos.. 



Remark on Protest 



|-] The additional search fees were accompanied by the applicant's protest 
[-] No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



NOTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative lections 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable, hor more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, •Article", 'Rule", and 'Section' refer to theprovisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the inlamalional apjjwalion (?>™». 
description and drawings) may be amended during the International preliminary examination f^^^™^ "Sed 
no need to file amendments of the claims under Article 1 9 except where, ejg. the applicant wants the fatter to j^^ed 
for the purposes of provisional protection or has another reason for amending the claims before international pbulicai.on. 
Furthermore, K should be emphasized that provisional protection is available in some Stales only. 

What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article j34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 

When? Within 2 months from the date of transmittal of the international search report or 1 ^^^^^^L 

date, whichever time limit expires later. It should be noted, however, tha *e amendments wD be £on*oVed 
as having been received on time if they are received by the International Bureau after he expiration o f the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 

Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/is filed, see below. 

How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a _ plaim is 
cancelled, no ^numbering of the other claims is required. In all cases ^where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the International application Is to be published. 

What documents must/may accompany the amendments? 
Letter (Section 205(b)): 
The amendments must be submitted with a letter. 

The letter will not be published with the international application and the be 
confused with the -Statement under Article 19(1)' (see below, under 'Statement under Article 19(1)"}. 

The letter must be In English or French, at the choice of the OT«« n ^^^^^ 

International application Is English, the letter must be In English; If the language of the International appn 
Is French, the letter must be In French. 



Notes to Form PCT/JSA/220 (first sheet) (January 1994) 



International Application No. PCT/US 97/11279 



FURTHER INFORMATION CONTINUED FROM PCT/1SA/ 210 



This international search report has not been established in respect of 
certain claims under Article 17(2) (a) for the following reasons: 

Claims Nos.: 1-7, 9-10, 16-23, 25-26, 29-31, 35-59 

because they relate to parts of the international aPP] 1 "^™ 1 ^ 1 do not 
comply with the prescribed requirements to such an extent that no 
meaningful international search can be earned out, specifically. 

In view of the extremely large number of compounds falling under claims 
1-7, 9-10, 16-23, 25-26, 29-31, 35-38, 49-51, 58-59 and . clai ™ 39-48, 
52-57 referring to them and of the absence of any technical support for 
these compounds in the description, the ISA considers that it is not 
economically reasonable to draw a search report covering the entire 
subject matter characterized above. 

The search has therefore been ^ lnee i„ elated 

limited to the real examples given in the description and closely related 
ones and includes compounds having the alleged activities. 

Remark : As far as claims 39-43, 45-48 and 55-57 

method^treatment of the human/animal body .the search has been 
carried out and based on the alleged effects of the compound/composition. 



NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended, It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped),whether 

(I) the claim is unchanged; 

(ii) the claim is cancelled; 

(iii) the claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner in which amendments mustbe explained in the 
accompanying letter: 

1 . (Where originally there were 43 claims and after amendment of some claims there are 51 J: 
'Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 35 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 1 5 claims and after amendment of all claims there are 1 1 ]: 
'Claims 1 to 15 replaced by amended claims 1 to 11/ 

3. (Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added, or 
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged" 

4. (Where various kinds of amendments are made]: 

"Claims 1 -10 unchanged; claims 1 1 to 1 3, 1 8 and 1 9 cancelled; claims 1 4, 1 5 and 1 6 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 



-Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language in which the International appplicatlon is to be published. 
It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 19(1)." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a g'rven claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence If a demand for International preliminary examination has already been filed 

If, at the lime of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments witn tne 
International Bureau, also file a* copy of such amendments with the International Preriminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the International application for entrj Into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the destgnateoYetected Offices, Instead or, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designatec7elected Office, see Volume II of the PCT Applicant's 
Guide. 



Notes to Form PCT/*:SA/220 (second sheet) (January 1994) 



r aTENT COOPERATION TREA 



From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

WOLF, GREENFIELD & SA^KS , P f. 
Attn. PLUMER, E. 
600 Atlantic Avenue 
Boston, Massachusetts 
UtJlIEO-STATES OF AMER 
DOCKETED 



SEP l 8 1998 



File Folder 

;onic Code Book 
t Entry t0-i3- 
ticket Cross Off<£) 
Order Copies 
Annuities 
IFD Review 




PCT 



NOTIFICATION OF TRANSMITTAL OF 

TStUl fFfc INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 



(PCT Rule 44.1) 



(day/monthfyear) 13/08/1998 



Applicant's or agenfs file reference 

I0254/7005WO 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


PCT/ US 98/08838 


International filing date 
(day/month/year) 3 0/04/ 1 99 8 


Applicant 

TRUSTEES OF TUFTS COLLEGE 



1 . The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 

Filing of amendments and statement under Article 19 r„^/« fl o-io^rv 

The applicant is entitled, if he so wishes, toamend the claims of the International Application {see Rule 46). 

When? The time limit for filing such amendments isnormally 2 months from the date 

International Search Report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20. Switzerland 
Fascimiie No.: (41-22) 740.14.35 

For more detailed Instructions, see the notes on the accompanying sheet 

2. n Theapplicantisherebynotifiedthatno international Search Report will be established and that the declaration under 
I — I Article 17(2)(a) to that effect is transmitted herewith. 



3. □ With regard to the protest against payment of (an) additional fee(s) under Rule 40.2. the applicant is notified that: 

n the protest together with the decision thereon has been transmitted to the ^mafonal Sure* J^ttJ^ »» 
I— I applicants* request to forward the texts of boththe protest and the decision thereon to the designated Of fice*. 

□ no decision has been made yet on the protest; the applicant will be notified as soon as a decision Is made. 

4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the International appiicabon « 
If the applicant wishes to avoid or postpone publication, a notice o f withdrawal of the ^^^WfSl^ » 
priority claim, must reach the International Bureau as provided In Rules 90blsA and 906/S.3, respectively, before me 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary 
wishes to postpone the entry into the nationalphase until 30 months from the prionty date (in some Offices even laierj. 

Within 20 months from the priority date, the applicant must perform the prescribed f 
before all designated Offices which have not been elected in the demand or n a later election within 19 monms irom ine 
priority date or could not be elected because they are not bound by Chapter ii. 



Name and mailing address of the International Searching Authority 

European Patent Office. P.B. 5818 Patentiaan 2 

NL-2280HVRijSwijk 

Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 



Authorized officer 

Hike Iverstam 



Form PCT/lSA/220 (January 1994) 



HATENT COOPERATION TRL < 

PCT 

INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 

I0254/7005WO 



PHP Fl 1 PTH F R see Notification of Transmittal of InternationalSearch Report 
run run i ncn ^ PCT/1SA/220) as well as, where applicable, item 5' below. 
ACTION 



International application No. 
PCT/US 98/08838 



International filing date (day/month/year) 

30/04/1998 



(Earliest) Priority Date (day/month/yaar) 

07/05/1997 



Applicant 



TRUSTEES OF TUFTS COLLEGE 



This international search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of . 



A. 



.sheets. 



' [Y] it is also accompanied by a copy of each priorart document cited in this report. 



1. [£] Certain claims were found unsearchab1e(see Box 1). 

2. Unity of Invention is lacking(see Box II). 

3. n The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 
— international search was carried out on the basis of the sequence listing 

[ | filed with the international application. 

□ furnished by the applicant separately from the international application, 

□ but not accompanied by a statement to the effect that it did not include 
matter going beyond the disclosure in the international application as filed. 

| | Transcribed by this Authority 



4. With regard to the title, 



| | the text is approved as submitted by the applicant 
[y] the text has been established by this Authority to read as follows: 

POTENTIATION OF THE IMMUNE RESPONSE THROUGH DELIVERY OF COMPOUNDS BINDING A 
CYTOPLASMIC DIPEPTIDASE 



5. With regard to the abstract, 



|y~l the text is approved as submitted by the applicant 

□ the text has* been established according to Rule 38.2(b), by this Authority as it appears in 
BoVflL The tS^SS!^ one month fromthe date of mailing of this International 
Search Report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 

Figure No. Q as suggested by the applicant. 

| | because the applicant failed to suggest a figure. 
|~~| because this figure better characterizes the Invention. 



[yl None of the figures. 



Form PCT/ISA/210 (first sheet) (July 1992) 



NOTES TO FORM PCT/1SA/220 



These Notes are intended to give the ba» = instructions concerning the filing of amendments u "^ r a £^f ™° 
Notes are based on the requirements of the Patert Cooperation Treaty, the Regulabons ^^J^ZZ^g}^ 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are appf.-able. For more 
detailed information, see also the PCT Applicant's Guide, a publication of W1PO. 

In these Notes, "Article-, -Rule', and -Sectien' refer to thep-ovisions ol the PCT, the PCT Regulations and the PCT 

Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report, one opportunity to ame nd ' he =' a ™» °' J^ 6 
international application. K should however be emphasised thai, line, all parts ^'^["^^^^^uily 
description and drawings) may be amended during the international tprel.rn.nary exam.nat on P«^^'™" ^tfahed 
no need to file amendments of the claims under Article 1 9 except where, mp. the appear £ ™ b SdkSdon 
for the purposes of provisional protection or has another reason for amend.no the clams before international poulicat.on. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 

What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the intemattonal phase, the daims may also be amended (or further mended] [^^tnlV^Z^r 
the International Preliminary Examining Authority. The descnpton and drawings may only be amended under 
Article 34 before the Internationa' Examining Authority. 

Upon entry into the national phase, ail parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 

When? Wrthin 2 months from the date ol transmittal of the international w^report or 1 6 T 01 * 3 ^^^ 

date whichever time limit exsires later. It should be noted, however, that the amendments will oe consioerea 
£hav£g^^^ 

-.pWjc^r, ti719 limit but bofcr 9 the coition 0 i the technical preparations for intemat.onal publication 
(Rule 46.1). 

Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 4S.2). 

Where a demand for international preliminary axamination has been/is filed, see below. 

How? Either by cancelling one or mere entire daims. by adding one or more new claims or by amendino. the text of 

one or more of the daims as filed. 

A replacement sheet must be submitted for each sheet of the daims which, en account of an amendment or 
amendments, differs from the sheet originally tied. 

be renumbered consecutively (Administrative Instructions, Section 2Q5(o)J. 

The amendments must be rn.de In the Unouage In which the International application U to be published. 

What documents must/may accompany the amendments? 

Letter (Section 205(b)): ^ 
The amendments must be submitted with a letter. 

Is French, the letter must be In French. 
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NOTES TO FORM PCT/ISA/220 (continued) 



The tetter must indicate the differences between the claims as filed and the claims as ■^•^|| | ^ *" , . 
particular, indicate, in connection with each claim appearing in the interna tonal appl.cabon ft be.ng underwood 
that identical indications concerning several claims may be grouped), whether 

(i) the claim is unchanged; 

(si) the claim ts cancelled; 

(iii) the claim is new; 

frv) the claim replaces oneor more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 

The following examples Illustrate the manner In which amendments mustbe explained In the- 
accompanying letter: 

1. (Where originally there were 48 claims and after amendment of some claims there are 51]; 

Wms 1 to 29, 31 , 32, 34, 35, 37 to 43 replaced by amended claims bearing the same numbers, 
30. 33 and 36 unchanged; new claims 49 to 51 added.' 

2 [Whera originally there were 1 5 claims and after amendment of ail claims there are 1 1 ]: 
'Glaums 1 to 15 replaced by amended claims 1 to 1 1 ." 

3. (Whar. originally there were 14 claims and the amendments consist in cancelling some claims and in adding 

•ClimsTto 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added.' or 
•Claims 7 to 13 cancelled; new claims 1 5, 16 and 17 added; all other damns unchanged. 

4. [Where various kinds of amendments are made]: l^, 

'•Claims 1-10 unchanged; claims 1 Ho 13, 18 and 19cancelled; claim* 14. 15 and 16 > '*^«*J* -m-nded 
daim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added. 

-Statement under article 19(1)" (Rule 46.4) 

The amendment, may be accompanied by a statement explaining the .^S^ . 

that such amendment might have en the description and the drawing* (which cannot be .amended under 
Artide19(1)). 

The statement will be published with the international application and the amended daims. 
tt must be In the language In which the International appptlcation Is to be published. 
It must be brief, not exceeding 500 words if in English or il translated into English. 

It should not be confused with and does not replace the letter indicating the _ diffa rence. botween ^ cWm. 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words 'Statement under Article 19(1).* 

It may not contain any disparaging comments on the international search report or Jhe relevance •'«*>^ n * 
oonS "that report. Reference to citations, relevant to a given claim, contamed m the .ntemabonal search 
report may be made only in connection with an amendment of that claim. 

Consequence H a demand for International preliminary examination has already been fllod 

If, at the time of filing any amendments under Article 1 9 a demand for "j!™*""^ 
has alrsadvbeen submitted the applicant must preferably, at the same time of firing the amendments won me 
!r£mat£^ - 
Authority (see Rule 62.2(a), first sentence). 

Consequence with regard to translation of the International application for entry Into the national phase 
in addition to, the translation of the claims as. filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 

Guide. 
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ln\ .onal application No. 


INTERNATIONAL SEARCH REPORT 

r ■ ... . _ j i . .«-«^*/-»-»aH!o,/ContIru 


PCT/US 98/08838 
lation of item 1 of first sheet) 



Box I Observations where certain claims were 



This International Search Report has not 



been established in respect of certain claims under Article 17(2){a) for the following reasons: 



Remark: Although claim(s) 1-4,7-10,12 partially and 5 6 11 14-19 completely 
is(are) directed to a method of treatment of the human/ am ma l 
body tte^eTrch has been carried out and based on the alleged 

effects of the compound/composition. 

2 * Q ^se N "ey re^te to parts of the Internal, Application that do rot compV w*h the prescribed requirements tosuch 
aTextent that no meaningful International Search can be earned out, specifically. 



3. j Claims Nos.t ^>^h*a ;n a rrorda nee with the second and third sentences of Rule 6.4(a). 

— because they are dependent claims and are not dratted m accordance wun xne 



Rnv it nervations where unity of invention Is lacking (Continuation of item 2 of first sheet) 



This 



international Searching Authority found multiple inventions in this international application, as follows: 



1 , I I As all required additional search 
' — ' searchable claims. 



fees were timely paid by the applicant, this International Search Report covers all 



2. □ As a., searchable claims could be searched without effort justifying an additional fee. this Authority did not invitepayment 
of any additional fee. 



3 n As onlv some of the required additional search fees were timely para oy^ 
3 - U rov«sortyi«se claims for which fees were paid.specifically cla.ms Nos., 



timely paid by the applicant, this International Search Report 



4 nNoreaui re daddidona.sea^^ 

■ L — 1 restricted to he invention Drat mentioned In the clacms; rt is covered by clams Nos.. 



Remark on Protest 



j-| Tne additional search (ees were accompanied by the applicant protest. 
(-J no protest accompanied the payment of additional search lees. 
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TEE FIONAL SEARCH REPORT — , AppIlcalion No 

I PCT/uS 98/08838 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 6 A61K38/55 G01N33/50 



According to International Patent Classification (IFC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 A61K 



Documentation searched other than minimumdocumentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Citation of document, with Indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 94 03055 A (US HEALTH ;UNIV TUFTS (US)) 
17 February 1994 

see page 4, line 9 - page 6, line 27 
see page 8 - page 9; example 4 

«n 9i 17767 A (NEW ENGLAND MEDICAL CENTER 
INC ;UNIV TUFTS (US)) 28 November 1991 
see page 1, line 16 - page 3, line 11 



1-19 



1-19 



ri 



Further documents are listed In the continuation of box C. 



0 



Patent family members are Psted In annex. 



• Special categories of cited documents : 

"A* document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the International 

filing date 

"L" document which may throw doubts on priority daim(s) or 
which is died to establish the pubticationdate of another, 
citation or other special reason (as specified) 

"0* document referring to an oral disclosure, use. exhibition or 
other means 

*P m document published prior to the International fiPng date but 
later than the priority date dalmed 



T" later document published after the International filing date 
or priority date and not In conflict with the application but 
cited to understand the principle or theory underlying the 
Invention 

"X" document of particular relevance; the claimed Invention 
cannot be considered novel or cannot be considered to 
Involve an inventive step when the document Is taken alone 
"Y - document of particular relevance; the claimed Invention 

cannot be considered to Involve an inventive step when the 
document Is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
In the art. 



document member of the same patent family 



Date of the actual completion of theintemationai search 



6 August 1998 



Date of mailing of the International search report 

13/08/1998 



Name and mailing address of the ISA 

European Patent Office, P.B. 5318 Patentlaan 2 
NL-2260HVRij3wijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 



Authorized officer 



Sitch, W 



Form PCT/JSA2I0 (s«cond sh«r)(.Uy 1W2) 



page 1 of 2 





TER TIONAL SEARCH REPORT 


interr il Application No 

| PCT/uS 98/08838 




C.(Contlnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category • 


Citation of document, with lndication,where appropriate, of the relevant passages 


Roievar.t to claim No. 


A 


FLENTKE ET AL: "INHIBITION OF DIPEPTIDYL 
AMINOPEPTIDASE IV (DP-IV) BY XAA-BOROPRO 
DIPEPTIOES AND USE OF THESE INHIBITORS TO 
EXAMINE THE ROLE OF DP-IV IN T-CELL 
FUNCTION" 

PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES, USA, 

vol. 88, 1991, pages 1556-1559, 
XP000578025 
see page 1556 
see abstract 
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Form PCT/1SA/21 0 (continuation of second sh««t) (Jury 1992) 

page 2 of 2 



jte; .tional search report 



Intert 



Information cn patent family members 


PCT/US 98/08838 


Patent document 
cited in search report 


Publication 
date 


Patent family 
member(s) 


Publication 
date 



WO 9403055 



17-02-1994 



All 



4794393 A 



03-03-1994 



WO 9117767 A 28-11-1991 NONE 



Forni PCT/tSA/2 to (patent family ann«x) (July 1992) 



PA i ENT COOPERATION TREATY 



From the INTERNATIONAL SEARCHING AUTHORITY 



To: 



WOLF, GREENFIELD & SACKS, P.C. 
Attn. PLUMER, E. 
600 Atlantic Avenue 
Boston, Massachusetts 02210 
UNITED STATES OF AMERICA 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 



Date of mailing 
(day/month/year) 



01/09/1998 



Applicant's or agent*s file reference 

I0254/7006WO 



FOR FURTHER ACTION 



See paragraphs 1 and 4 below 



International application No. 

PCT/US 93/08723 



International filing date 
(day/month/year) 30/04/1 998 



Applicant 

TRUSTEES OF TUFTS COLLEGE 



The applicant is hereby notified that the International Search Report has been established and is tranLmff?ef leiwtthT * ^ ^ 



Filing of amendments and statement under Article 12 

The applicant is entitled, if he so wishes, toamend the claims of the International Application (see Rub 467: 



When? The time limit for filing such amendments is normally 2 months from the date of transmittal orlliU " 
Internationa! Search Report; however, for more details, see the notes on the accompanying sheet. 



Where? Directly to the International Bureau of WlPO 
34, chemin des Coiombettes 
1211 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 



For more detailed Instructlons.see the notes on the accompanying sheet. 

2. I I The applicant is hereby notified that no International Search Report will be establisrk 
1 — 1 Article 17(2)(a) to that effect is transmitted herewith. 



Be-' n 



File Fofd 

Eloctronir Co'do Boo 
Docket Er.\:yjjjAil(i 




Docket Cress , * 
Order Copies (s*U 

^^Mtfthe declaratforQndte? 



3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

I I the protest together with the decision thereon has been transmitted to the International Bureau together with the 
' — ' applicants^ request to forward the texts of both the protest and the decision thereon to the designated Offices. 

I | no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further actlon(s): The applicant is reminded of the following: • 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postponepublication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 906/S.1 and 90b/s.3, respectively, before the 
completion of the technical preparations forintemational pubticatiorO 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the nationalphase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 1 9 months from the 
priority date or could not be elected because they are not bound by Chapter II. . . 



Name and mailing address of the International Searching Authority 


Authorized officer 




European Patent Office, P.B. 5318 Patentlaan 2 


Veronique Balllou 




NL-2280 HV Rijswijk 




Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 




Fax: (+31-70) 340-3016 







Form PCT/lSA/220 (January 1994) 



NOTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 1 9. The 
Notes ar B baaed on the requirements of the Parent Cooperation Treaty, the Regulations and the Acfrninbtrative Instructions 
under that Treaiy. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see abo the PCT Applicant's Guide, a publication of W1PO. 

In these Nates, "Article*, 'Rule", and "Section* refer to theprovisiona of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. ft should however be emphasized that, since all parts of the international application (claims, 
descnption and drawings) may be amended during the International preliminary examination procedure, there b usually 
no need to file amendments of the claims under Article 1 9 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the intemationaJ phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority, The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41. 



When? Within 2 months from the date of transmittal of the international search report or 16 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been ^ a filed, see below. 



How? Either by cancelling one or more enbre claims, by adding one or more new claims or by amendng the text of 

one or more of the daims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet origin airy filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a daim ts 
cancelled, no renumbering of the other claims "» required. In all cases where daims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the International application Is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended daims. It should not be 
confused with the 'Statement under Article 1 9(1)" (see below, under "Statement under Article 19(1)*). 

The letter must be In English or French, at the choice of the applicant. However, If the language of the 
International application Is English, the letter must be In English; If the language of the International application 
Is French, the letter must be In French. 



Notes to Form PCT/ISA/220 (first sheet) (January 1994) 



NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate the differences beNveen the claims as filed and the daims as amended, ft must, in 
particular, indicate, in connection with each claim appearing in the international applicaiion fit being understood 
that identical indications concerning several claims may be grouped),whether 

(i) the claim b unchanged; 

(ii) the claim 'e cancelled; 

(iii) the claim is new; 

fiv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments mustbo explained In the 
accompanying letter: 

1 . [Where originally there were 43 claims and after amendment of some claims there are 51): 
'Claims 1 to 29, 31, 32, 34, 35, 37 to 4a replaced by amended claims bearing the same numbers* 
daims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. (Where originally there were 1 5 claims and after amendment of all daims there are 11]: 
"Claims 1 to 15 replaced by amended daims 1 to 11 ." 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some daims and in idcSna 
new claims]: v 
"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 11 to 13, 18 and 1 9 cancelled; claims 14, 15 and 16 replaced by amended 
daim 14; claim 17 subdivided into amended daims 15, 16 and 17; new daims 20 and 21 added.* 



"Statement under article 1 9(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannct be amended under 
A/tide 1 9(1 )). 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International apppllcatlon Is to be published. 
It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the effferences between the claims 
as filed and as amended. It must be filed on a separate aheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 1 9(1).* 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence H a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9 ( a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority {see Rule 62.2(a), first sentenoe). 



Consequence with regard to translation of the International application for entry Into the national phase 

The applicant's attention is drawn to the fact that, where-upon entry into the national phase, a translation of the 
claims as amended under Article 1 9 may have to be furnished to the designateoVetected Offices, instead of, or 
in addition to, the translation of the daims as filed. 

For further details on the requirements of each desig n at ecVel acted Office, see Volume It of the PCT Applicant's 
Guide. 
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patent cooperation treat » 

PCT 



INTERNATIONAL search report 



(PCT Article 1 8 and Rules 43 and 44) 


Applicants or agent's file reference 

I0254/7006W0 


FOR FU RTH E R Notification of Transmittal of International Search Report 
. , (Form PCT/lSA/220) as well as, where applicable, hem 5 below. 

ACTION 


International application No. 


International filing date (day/monih/year) 


(Earliest) Priority Date (day/monlh/year) 


PCT/US 98/08723 


30/04/1998 


07/05/1997 


Applicant 






TRUSTEES OF TUFTS COLLEGE 







This International Search Report has been prepared by this Intema!lonal Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of 4 sheets. 

[x\ It is also accompanied by a copy of each priorart document cited in this report 



1- Q Certain claims were found unsearchabte(see Box I). 

2. Q Unity of Invention Is lacking (see Box II). 

3. Q The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 

international search was carried out on the basis of the sequence listing 

| | filed with the international application. 

| | furnished by the applicant separately from the international application, 

| | but not accompanied by a statement to the effect that it did not include 
matter going beyond the disclosure in the international application as filed. 

| | Transcribed by this Authority 

4. With regard to the title, the text is approved as submitted by the applicant 

fiTl the text has been established by this Authority to read as follows: 

USE OF C026 INHIBITOR FOR THE MANUFACTURE OF A MEDICAMENT FOR THE TREATMENT OF 
HIV 

5. With regard to the abstract. 

| | the text Is approved as submitted by the applicant 

IY1 the text has been established* according to Rule 38.2(b), by this Authority as it appears in 
Box til. The applicant may, within one month from the date of mailing of this International 
Search Report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is: 

Figure No. Q as suggested by the applicant. [£] None of the figures. 

| | because the applicant failed to suggest a figure. 
( | because this figure better characterizes the Invention. 



Form PCT/1SA/210 (first sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



intanru .al application No. 
PCT/US 98/08723 



Box 111 TEXT OF THE ABSTRACT (Continuation of Item 5 of the first street) 



The use of a molecule that inhibits C026 for the preparation of a medicament 
for increasing the immune response of a human patient infected with HIV, by 
contacting the T-cells, in vitro or in vivo, with the said molecule at a 
concentration effective to cause T-cell proliferation, but below an amount that 
causes detectable cytotoxicity. 



Form PCT/1SA/210 (continuation of first sheet(2)) (July 1992) 



'" T ERr IONAL SEARCH REPORT 

.tern I Application No 



PCT/US 98/08723 



A. CLASSIFICATION OF SjJSJECT MATTER 

IPC 6 A61K31/69 A61K38/55 






According to International rz'.tr.l Classification (IPC) cr to both national classification and IPC 




B. FIELDS SEARCHED 






Minimum documentation sea-hed (classification system followed by classification symbols) 

IPC 6 A61K 


Documentation searched ct.-.er L"an minimumdocumentation to the extent that such documents are included in the fields searched 


Electronic data base consumed during the International search {name of data bas 


e and. where practical, search terms used) 


C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category ' 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


W0 94 03055 A (THE GOVERNMENT OF THE 
UNITEO STATES OF AMERICA)) 17 February 
1994 

cited in the application 
see page 1-12 
see claims 1-26 


1-13 


X 


W0 95 29691 A (GEORGIA TECH RESEARCH CO.) 

9 November 1995 

cited in the application 

see the whole document 


1-13 


X 


W0 89 03223 A (BACH0VCHIN W.W.) 20 April 
1989 

cited in the application 
see the whole document 


1-13 






/-- 




X Further documents are isted in the continuation of box C- 


|X | Patent family members are listed in annex. 


* Special categories of cfted documents : 

*A* document defining the general state of the art which b not 

considered to be of particular relevance 
"E" earlier document but puMshed on or after the international 

filing date 

"L* document which may throw doubts on priority daim(s) or 
which *» cited to establish the publication date of another 
citation or other special reason (as specified) • , 

"0" document referring to an oral disclosure, use, exhibition or ~ - 
other means 

*P" document published prior to the International Tiling date but 
later than the priority date claimed 


T" later document published after the International filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
Involve an Inventive step when the document Is taken alone 

"Y* document of particular relevance: the claimed Invention 

cannot be considered to Involve an Inventive step when the 
document Is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
In the art. 

'&* document member of the same patent family 


Date of the actual completion of theinternationat search 


Date of mailing of the international search report 


10 August 1998 


01/09/1998 




Name and mailing address of the ISA 

European Patent Office. PB. 561 8 Patentlaan 2 

NL-2260HVftlswiik 

Tel. (+31-70) 340-2040. Tx.31 651 eponl. 

Fax: (+31-70) 340-3016 


Authorized officer 

Economou, D 
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erna' 



Application No 



PCT/Ub 98/08723 



C.(Contlnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Citation of document, wfth indication.where appropriate, of the relevant passages_ ^ 



Relevant to claim No. 



P.X 



WO 93 08259 A (NEW ENGLAND MEDICAL CENTER 
HOSPITALS INC.) 29 April 1993 
cited in the application 
see the whole document 

US 5 296 604 A (MILES INC.) 22 March 1994 
cited in the application 
see the whole document 

WO 92 12140 A (GEORGIA TECH RESEARCH CO.) 
23 July 1992 

cited in the application 
see the whole document 

COUTTS S.J. ET AL.: "Structure-Activity 
Relationships of Boronic Acid Inhibitors 
of Dipeptidyl Peptidase IV. 1. Variation of 
the P2 Position of Xaa-boroPro Dipeptides" 
J.MED.CHEM. , 

vol. 39, no. 10, 10 May 1996, USA, 
pages 2087-2094, XP002074031 
see page 2087, left-hand column, line 1 - 
page 2087, right-hand column, paragraph 2 
see abstract 

JIANG J.D. ET AL.: "Inhibition of uman 
immunodeficiency virus type 1 infection in 
a T-cell line (CEM) by new 
dipeptidyl-peptidase IV (CD26) inhibitors" 
RES. VIROL, 

vol. 148, no. 4, July 1997 - August 1997, 
FRANCE, 

pages 255-266, XP002074032 
see page 258, left-hand column, paragraph 
5 - page 264, left-hand column, line 41 
see figure 1 

see page 255; left-hand column, line 1 - 
page 256, right-hand column, line 20 
see abstract 



1-13 



1-13 



1-13 



1-13 



1-13 



Form PCT/1SAi2iO (continuation ol second shaet) (July 1992) 



page 2 of 2 



-'ERF' lONAL SEARCH REPORT 

Information on patent family members 



,rnatl .ppllcation No 

PCT/US 98/08723 



Patent document 


Publication 


Patent family 


Publication 


cited in search report 


date 


members) 


data 



WO 9403055 



17-02-1994 



AU 



4794393 A 



03-03-1994 



WO 9529691 

ri\J ? JL7v?Jl 


A 


09- 


-11- 

X X 


-1995 

X V -7 J 


US 


5543396 A 


06—08-1 QQfi 


W0 8903223 


A 


20- 


-04- 


-1989 


us 


4935493 A 


19-06-1990 












AU 


2801289 A 


\jc u <j x ?oj 












DK 


658489 A 


22-12-1989 












FI 


900101 A 


09-01-1990 


W0 9308259 


A 


29- 


-04- 


-1993 


CA 


2121369 A 


29-04-1993 












EP 


0610317 A 


17-08-1994 












JP 


7504158 T 


11-05-1995 












US 


5462928 A 


31-10-1995 


US 5296604 


A 


22- 


-03- 


-1994 


NONE 







W0 9212140 A 23-07-1992 AU 654834 B 24-11-1994 

AU 9155391 A 17-08-1992 

CA 2098702 A 29-06-1992 

EP 0564561 A 13-10-1993 

JP 6504547 T 26-05-1994 

US .. 5257901 A 02-11-1993 



Form PCT/1&V210 (patent U/nJy ann**) (July 1992) 



PATENT COOPERATION xREATY 



From the INTERNATIONAL SEARCHING AUTHORITY 



To: PAUL T. CLARK 

FISH & RICHARDSON 

225 FRANKLIN STREET 

BOSTON, MASSACHUSETTS 02110- 

. &&33Ylr> 3 lo o.^ 

| j — 

f Picketed 

; * • - • 

;; * v .; : • : o>/75_ 


ij^ r 

Sir;-- r - - 


PCT 

: * - NOTIFICATION OF TRANSMITTAL OF 
•J T HE INTERNATIONAL SEARCH REPORT 
. OR THE DECLARATION 

^ (PCT Rule 44.1) 




DateofMamng AQrrp 1QQO 

(ciay/monthfyear) V 0 r L D lr*M J 


Applicant's or agent's file reference 




FOR FURTHER ACTION See paragraphs 1 and 4 below 


In^c u rnafro^a^appTication No. 
PCT/US92/09206 


International filing date 
(day/month/year) 

. 21 OCTOBER 1992 



Applicant 

NEW ENGLAND MEDICAL CENTER HOSPITALS, INC. 



1. (1] The applicant is hereby notified that the international search report has been established and is transmitted hcroui-.h. 

Filing of amendments and statement under Article 19; „„„iw; rt « 4fiv 

The applicant is entitled, if he so wishes, to amend the claims of the international application (se. Rule 46). 

When? The time limit for tiling «irh amendments is normally 2 months { <™**J^^^ A °< " 
international search report; however, for more details, see the notes on t^jgmyny m^g sh^r ^ 

Where? To the International Bureau of W1PO r T--.'-" ■ ... 1 

34, chemin des Colombettcs P>-r-fi-/ 
121 1 Geneva 20, Switzerland * ' ~ 1 - 

Facsimile No.: (41-22) 740.14.35 * <J /3 /7 3 

For more detailed instructions, see the notes on the accompanying sheet. ^ 

2. rn The applicant is hereby notified that no international search report will bJ^ablUhcdand.lhat the. declarer 
I — I Article I7(2)(a) to that effect is transmitted herewith. 

3. Q With regard to the protest against payment of (an) additional fec(s) under Rule 40.2, the applicant is notify i! 

1-1 the protest together with the decision thereon has been transmitted to ^' nl ^ !■ 
1—1 applicant's request to forward the texts of both the protest and the decision thereon to the d.s^naud O- 

□ no decision has been made yet on the protest; the applicant will be notified as soon as a decision is 



Further action(s): The applicant is reminded of the following: 

Shortly after 13 months from the priority date, the inicnu^ Sp^tS". r ' V ' 

If the applicant wishes to avoid or postpone publication, a notice of ^ M »^ of T^Ttc^'cU. - * 
priority claim, must reach the International Bureau as provided in rules 90 bis 1 and 90 bis 3. respecmcu. 
completion of the technical preparations for international publication. 

Within 19 months from the priority date,' a demand for **f^ SS'toc ^o^Sccs o ^Z- . 

wishes to postpone the entry into the national phase until 30 months from the priority date (in some um 

Within 20 months from the priority date, the applicant must perform 

before all designated Offices which have not been clccu-d within 19 months from the priority oa o ^ 
because they are not bound by Chapter IK j 



Name ar.d mailing address of the ISA/ 

Commissioner of Patents and TraJenwks 
Dox PCT 

Washington. D.C. 20231 
Facsimile No. NOT APPLICABLE 



A ith«iri7.cd officer :j 
LESTER L.LEE VSH ^ 

Telephone No. (703) 303-0196 



Form PCT/ISA/220 (July 1992)* 



(See notes on acco»-; 



RECEIVf / 

"FEB 0 5 1993 
FISH & RICHARDSON 

PISTON. Mft' 



PATENT COOPERATION *-^£ATY 

PCT 

INTERNATIONAL SEARCH REPORT 
(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 


FOR FURTHER ^* 0 "^ 
ACTION (F?™ PCTASA/z* 
below. . 


fransmittal of International Search Report 
D) as well as, where applicable, item 5 


Imern^ No. 
PCT/US92/09206 


International filing date (day /month/year) 
21 OCTOBER 1992 


(Earliest) Priority Date 
22 OCTOBER 1991. 



N P EWENGLAND MEDICAL CENTER HOSPITALS. INC. 



This international search report has been prepay - ^ National Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being tran-L...~u to tne International Bureau. 

This international search report consists of a totaYo*^_ sheets. 

[X] It is also accompanied by a copy of each prior art document cited in this report. 



j~j Certain claims were found unsearchable (See Box I). 
2, Q Unity of invention is lacking (See Box II). 

3 PI The intentional application contains disclosure of a nucleotide, and/or amino acid sequence ..ting and the 
' U international search was carried out on the basis of the sequence hst.ng 

I ] filed with the international application. 

n furnished by the applicant seperately from the international application. 

m but not accompanied by a statement to the effect that it did not : M matter 
I— • going beyond the disclosure in the intcmaUonal applicaUon as fikd. 

| | transcribed by this Authority. 

4 With regard to the title. [xj the text is approved as submitted by the applicant. 

Q the text has been established by this Authority to read as follows: 



5. With regard to the abstract. 



| | the text is approved as submitted by the applicant. 
CD 



in.c icxa ia u^iw»«.u - — - 

international search report, subm.t comments to this Authority. 



6. .The figure of the drawings to be published with the attract is- 

Figure No. Q as suggested by the applicant. 

| [ because the applicant U.IcJ M suggest a figure. 
„ □ because this figure belter characterizes the invention. 



["x| None of the figures 



Form PCT/lSA/210 (first shcct)(July 1992)* 



IN. ^NATIONAL SEARCH REPORT 



International application No. 
PCT/US92/09206* . 



. CLASSIFICATION OF SUBJECT MATTER 
IPC(5) :A61K 37/02; C07K 5/06, 5/08. 5/10 

US CL :514/18, 19; 530/330, 331 . 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 514/18, 19; 530/330, 331 



Documentation searched other than mininmm documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



US, A, 4,935,493 (BACHOVCHIN) 19 June 1990. see the entire document. 
US, A, 4,3 18,904 (SHAW ET AL.) 09 March 1982, sec abstract. 

US, A, 4.999,082 (SHENVI ET AL.) 12 February 1985. sec Abstract. 
US. A, 4.582.821 (KETTNER ET AL.) 15 April 1936. sec Abstract. 
US. A. 4.636,492 (KETTNER ET AL.) 13 January 1987, see Abstract. 
US, A, 4.652,552 (KETTNER ET AL.) 24 March 1987, sec Absrract. 



1-6 
1-6 

1-6 
1-6 
1-6 
1-6 



Q Further documents arc listed in the continuation of Box C. Q See patent family annex 



A* 

*E* 
'L* 

•o* 

•P* 



Special categories of cited documents: 

document defining the general stale of the art which is not considered 
to be part of particular relevance 

earlier document published on or after the international filing date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication dale Of another citation or other 
apecial reason (as apecincd) ~~ 

document referring to an oral disclosure, use. exhibition or other 
means 

document published prior to the international filing date but later than 
the priority date claimed 



•T" later document published after the international filing date or pr.o. -ly 

date and not in conflict with the application but citrd U> unJ<r v^rvJ u»e 
principle or theory underlying the invention 

-X" document of particular relevance; the claimed invention *.a.-.n.'i he 

cow*.<i ered novel or ewnot be considered to involve an invent e ^'P 
when the document is taken alone 

•V document of particular relevance; the claimed invention canrwt bv 

corj-dercd to involve an inventive atep when the d.vu.n.-.it »« 
combined with one or more other iuch documents, such co.ub.n:.t;.»n 
being obvious to a person iVilled in the art 



document member of the aamc patent family 



Date of the actual completion of the international search 



04 JANUARY 1993 



Date of mailing of the international search report 

03 FEB 1993 



Name and mailing address of the ISA/ 
Commissioner of Patents and" Trade marks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. NOT APPLICABLE 



Authorized officer 

LESTER L. LEE 
Telephone No. (703) 303-0196 



VSH V 



/; 



Form PCT/ISA/210 (second shcci)(July 1992)* 



IN" ATIC. .iL SEARCH REPORT 



International application No. 
PCT/US92/09206* 



Box HI TEXT OF THE ABSTRACT (Continuation of item 5 of the first sheet) 



The abstract u too long, PCT Rule 4.3. 

ABSTRACT OF THE DISCLOSURE 

The invention is drawn to potent inhibitors of the enzymatic activity of DP-IV wherein the inhibitors are -amino 
boronic acid analogs of protein. 



Form PCT/ISA/210 (continuation of first sheet(2))(Juty 1992) 



IN" ATIC. .*L SEARCH REPORT 



International application No. 
PCT/US92;09206 



Box III TEXT OF THE ABSTRACT (Continuation of item 5 of the first sheet) 



The abstract is too long, PCT Rule 4.3. 

ABSTRACT OF THE DISCLOSURE 

The invention is drawn to potent inhibitors of the enzymatic activity of DP-IV wherein the inhibitors are -ami 
boronic acid analogs of protein. 



Form PCT/ISA/210 (continuation of first shect(2))(July 1992)* 



IN. ./NATIONAL SEARCH REPORT 




I A CLASSIFICATION OF SUBJECT MATTER 
ipC(5) :A61K 37/02; C07K 5/06, 5/08. 5/10 

fe FI ELDS SEARCHED — . , lassi r ica ti 0 n symbols) 

US : 514/18, 19; 530/330. 331 ■ . — 

rj„„, men ts arc included in the fields searched 



| . a ,. k.. e and where practicable, search terms used) 

bieTr^^^ 



7 nnrl ,rr^ rnNSinERED TO BE RELEVANT • 

~US. A. 4.935.493 (BACHOVCHIN) 19 ,^990^« *• «*< 
US. A. 4.318.904 (SHAW ET AL.) 09 March 1982. see abstract. 



A 

A 
I A 
A 



us . A . 4.999.082 (SHENVI ET AL.) 12 February 1985. sec Abstract. 
US. A, 4.582.821 (KETTNER ET AL.) 15 April 1986. sec Abs.rac, 
US. A. 4.636.492 (KETTNER ET AL.) 13 January 1987. sec Abstract. 
US. A. 4.652.552 (KETTNER ET AL.) 24 March 1987. see Abstract. 



Relevant to claim No. 



1-6 
1-6 

1-6 
1-6 
1-6 
1-6 



□ 



Further d«™««u .«« '«"■> lnto'»"'»"" te "° tB ° ,C - D 



I "A" 
I "L" 



Special «ugori« of cited document*: 
U> be part of particular relevance 

M ,Uer doeun.en.puMUhed on or .fur *e Weapon.! •*»« 
ipecial rewon (a* specified) 

acumen. ,efe,n» t - - -> «■"-«• e5hib!ri ° n °' ^ 
IL n .pubr u hcdprior l oO, e u l u m .Uon..min g d. te b Ul U,«^. 

(he priority date claimed 



r 



•x* 



Sec patent family annex. ^ 



coruMcred novel or cwnot 
when UK document i. ukco .tone 



Z~* of ***r J^^^tf*^ 

^SS&ar 

dK^xol neooet of *. un» *»** {un,l > 

03FEB_1993_ 

Authorized officer /.' 
LESTER L.LEE VSH V ' 



f the actual completion of the international sea 



Date o 



04 JANUARY 1993 

Name and mailing address of the ISA/ 
| Commissioner „|W. .nJTradcmarU 

, wisWnsion. D.C. 20231 
■L^:,. M „ NOT APPLICABLE,^ 
7orm PCT/ISA/210 (second shcct)(July 1992)* 



PATENT COOPERATION! RE ATY 

"docketed 
MAD - 3 1999 



PCT 



WOLF GREENFIELD & SACKS, P.C. 
Attn'. PLUMER, E. r" 
600 Atlantic Avenue 
ioston, Massachusetts 02210 
UNITED STATES OF AMERICA 



File Foldof 

EC3 V.^t 
Docket Entry 7 ^ 
Docket Cross 03 
Oriei Copies 

Annuities 
GonfUrriattort 



-"-SfYnPtCATlON OF TRANSMITTAL OF 
T HeInT ERN AT ION AL SEARCH REPORT 
^ THE DECLARATION 




= RNAMUINMI- Ci-n. * 

"OR THE DECLARATION 
(PCT Rule 44.1) 



Tint's or agent's me reference 
I0248/7005VIO 

International application ™. 

PCT/US 98/20343 



•Date oi ma.liiiy" _ /inno 
f day//nonfh/year) 23/02/ 1999 

international filing date 
(day/monthfyeat) 29/09/ 1998 



Applicant 

POINT THERAPEUTICS, INC 



. — — T^estabHshedand is transmitted herew,»h. 

. ■ " ..^.hMthelnternatbnal Search Report has been 

The applicant .s entitled, n he so w.sre ^miiia! of the 



~- — — rrrr 

r le 40 2 the applicant is notified that: 

Q no decision has been made ye. on the protest... - 

^^^t'^^'^ PUbUCab0n - - be ,ed I, the app.ica- 

international pr 



priority claim, must « a £ "nreoa ations t0 r international pubi.cat.on. app iicant 
SompW" of me technica. preparatio ^ q ™2£5£^»«' 

iSiiiifes 




Authorized officer 

Barbara Klaver 



Form PCT ISA/220 (January 19941 



NOTES TO FORM PCT/ISA/220 



These Note, are intended to give the basic instructions concerning the^ii ng of -^^Atin^ative 9 In^dion, 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulators and we «™ l,-, ietbto Fof mofe 
unde? that Treaty. In caseof discrepancy between these Notes and those requirements, the latter are applicable, for more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, -Article-, -Rule-, and 'Section' refer to Iheprovision. of the PCT. the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS-CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has. after having received the international search report, one opporjurfty to ame nd ^ d«m> of the 
irtematrKplication. It shout* however be emphasized that, since all part, of ^ '^^^f^^'^y 
description and drawings) maybe amended during the international I pre., rninary anTmt laKeMo t£ pSed 
no need to file amendments of the claims under Article 1 9 excep^ where.^ 'J^^^^^SmS ~uHcation. 
(or the purposes of provisional protect.on or has another reason for ^^y.^ h ^% S ?^^ mema ^ 
Furthermore, it should be emphasized that provisional protection rs available .n some States only. 

What parts of the International application may be amended? 

Under Article 19, only the claims may be amended. 

During the international phase, me Cairns may a.so be amended (or fur^r, Amended fnT 
the International Preliminary Examining Authority The desenphon and drawmg. may only be amenoea unoer 
Article 34 before the International Examining Authority. 

Upon entry into the national phase. aJI parts of the international app<«at, 0 n may be amended under Article 28 
Of, where applicable, Artide 41 . 

(Rule 46 1). 

Where not to file the amendments? 

The amendments may only be filed with the .nternational Bureau and no. with the receiving Office or the 
International Searching Authority (Rule 46 2) 

Where a demand for international preliminary examination has been/is Sled, see below. 

How? Either by cancelling one or more entire claims, by adding one or more re* cla,ms or by amending the text of 

one or more of the d aims as filed 

A replacement sheet must be submitted for each sheet of the claim, which, on account of an amendment or 
amendments, differs from the sheet originally filed 

be renumbered consecutively (Administrative Instructions, Section 2C5(6J). 

Tne amendments must be made In the language In which the International application Is to be published. 

What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted wUh a letter. 
Is French, the letter must be In French. 



Notes to Form PCT/ISA/220 (first sheet) (January 1994) 



TOFORMPCT/ISA/220(contlnu 



saaESgsBS&s*****- 

(i) the claim is unchanged, 

(ii) the claim is cancelled; 
(Si) the claim is new; 

frv) thec.aimrep.acesoneermoredaimsas.ed. 

„ the Cairn « the reau.t o. the d^n c. a c,a,m as «d. 

accompanying Wter. . r »51V 

1 e^'Sf 

3. [Where oriflinally there were HCa,m. and. h elaifns 15 16 er>d 17 added.' or 

-Statement under article 19(1)" (Rule 46.4) a ,,ndments and indicatinfl any impact 

^ments may be accompanied by a '^r^^te dTat ng, (which cannot be amended under 
J5 rht-S micht ha^on the oe.cnpt.on and the draw,n S ( 

Artidel9(1)> , th amen ded claims. 

h __ already been tiled 

«.2(a). first sentence) 



Guide 



PATENT COOPERATION 1 flEATY 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent* s file reference 

I0248/7005WO 



r nD pi i qtu pr see Notification of Transmittal of International Search Report 
l-Uhrunmcn m PCT /isa/220) as welt as, where applicable, item 5 below. 

ACTION 



Internationa! application No. 

PCT/US 98/20343 



International filing date (day/month/year) 

• 29/09/1998 



(Earliest) Priority Date (day/month/year) 

29/09/1997 



Applicant 



POINT THERAPEUTICS, INC. 



This Internationa! Search Report has been prepared by this international Searching Authority and is transmitted to tte applicant 
according to Article 18. A copy is being transmitted to the Internationa] Bureau. 



This International Search Report consists of a total of . 



sheets. 



\j\ It is also accompanied by a copy of each priorart document ated in this report. 



1 Q Certain claims were found unsearchable{see Box I). 
2. j^j Unity of invention is tackingfsee Box 

3 I71 Th* international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 
^ international search was carried out on the basis of the sequence listing 

filed with the international application. 
Q furnished by the applicant separately from the international application. 

n but not accompanied by a statement to the effect that it d.d not include 
matter going beyond tr=e disclosure in the international application as filed. 

[ | Transcribed by this Authority 



4. With regard to the title, [£) the text is approved as submitted by the applicant 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 



[Y| the text is approved as submitted by the applicant 

r~l the text has been established, according to Rule 38.2(b), by this Authority as « appears m 
U Blx.m The applicant may. within one month fromthe date of mailing of this Internationa. 
Search Report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 

Figgre No. O as suggested by the applicant. 

[ | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 



[Yl None of the figures. 



Form PCT/ISA/210 (first sheet) (July 1992) 



INTERNATIONAL SEARCH REPO! 



International Application No 

PCT/US 98/20343 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 6 C12N5/08 



itemational Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum 



documentation searched ( classification system followed by classification symbols) 



IPC 6 C12N 



Documentation searched other than minimum 



documentation to the extent that such documents are included in the fields searched 



Electronic data base 



consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Crtation of document with indication, where appropriate, of the relevant passages 



Relevant to ciaim No. 



WO 94 03055 A (THE GOVERNMENT OF THE 
UNITED STATES OF AMERICA) 17 February 1994 
cited in the application 
see the whole document 

BRISTOL L A ET AL: "Inhibition of CD26 

enzyme activity with pro-boropro 

stimulates rat granulocyte/macrophage 

colony formation and thymocyte 

proliferation in vitro." 

BLOOD, (1995 JUN 15) 85 (12) 3602-9, 

XP002092855 

see the whole document 

-/-- 



1-30 



1-30 



| yj Fur.Mr documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



' Special calories of crted documents : 

"A* d*r-rrar: z*''.r»rg the general state of the art which is not 

cons^^d to be of particular relevance 
"E" earlier cccument but published on or after the international 
filing date 

V docurr-r.: which may throw doubts on priority claim(s) or 
whtcn is cited to establish the publication date of another 
citation cr other special reason (as specified) 

"O" document referring to an oral disclosure, use. exhibition or 
other msans 

"P* document published prior to me international filing date but 
later tr.ai the priority date claimed 



T" later document published after the international Ming date 
or priority date and not in conflict with the application 
cited to understand the principle or theory underlying ire 
invention 

-X- document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document ts tafcen a one 

"Y- document of particular relevance; the clamed ^enticn 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person ski.'ed 
in the art. 

document member of the same patent family 



Date of the artual completion of the international search 

10 February 1999 



Date of mailing of the international search report 

23/02/1999 



Name ar-d ma img address of the ISA 

European Patent Office. P.B. 5818 Patentlaan 2 
NL - 2280 HV fejswijk 
Tel {+31-70) 3-4O-2040. Tx. 31 651 epo nl. 
Fax: (*3l-70).3-i->30t6 



Authorized officer 



Moreau, 0 



Ffwm PCT is*:* : s*cmd sh«*U (July 1592) 



page 1 of 2 



INTERNATIONAL SEARCH REPO 


International Application No 

PCT/US 98/20343 


C(Contlnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 




Category ' 


Citation of document, with indication t where appropriate, of the relevant passages 1 


Relevant to claim No. 


A 


COUTTS S J ET AL: "Structure-activity 
relationships of boronic acid inhibitors 
of dipeptidyl peptidase IV. 1. Variation 
of the P2 position of Xaa-boroPro 
dipeptides." 

JOURNAL OF MEDICINAL CHEMISTRY, (1996 MAY 
10) 39 (10) 2087-94, XP002092856 
see the whole document 




1-30 


A 


ANSORGE S ET AL: "CD26 /dipeptidyl 
peptidase IV in lymphocyte growth 
regulation." 

ADVANCES IN EXPERIMENTAL MEDICINE AND 
BIOLOGY, (1997) 421 127-40, XP002092857 
see the whole document 




1-30 



Perm PCT ISA.2 10 (continuation ot $«on<i sHa*m July 1992) 



page 2 of 2 



INTERNATIONAL SEARCH REPC 

Information on patent family members 



Patent document 
cited in search report 



International Application No 

PCT/US 98/20343 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



WO 9403055 



17-02-1994 



AU 4794393 A 



03-03-1994 



Form PCT'ISA.210 (patent lamily annen (July i??2) 



PATENT COOPERATION TREATY 



From ihe INTERNATIONAL SEARCHING AUTHORITY 



To: 



WOLF, GREENFIELD & SACKS, 
600 Atlantic Avenue 
Federal Reserve Plaza 
Boston, Massachusetts 02210 
UNITED STATES OF AMERICA 



P.C. 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 



Date of mailing 
(day/month/year) 



29/07/1999 



Applicant's or agent's file reference 

I0248/7007WO 



FOR FURTHER ACTION See paragraphs 1 and 4 below 



International application No. 

PCT/US 99/ 10777 



International filing date 
(day/month/year) 14/05/1999 



DOC K b I bU 
AUG 0 5 1999 



Applicant 

POINT THERAPEUTICS, INC. 



1, |Y| The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit lor filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 



Where? Directly to the International Bureau of WIPO 
34. chemin des Colombettes 
1211 Geneva 20. Switzerland 
Fascimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet 



2. | — I The applicant is hereby notified that no International Search Report will be esta rtisneS^Pthat the declarati on ui 
I — I Article 1 7(2)(a) to that effect is transmitted herewith. — ~— — 



fito Fold* 
ECB 



Initials 



Docket Entry 9r& j: ft& 
Docket Crocs Off- _\ 
OroVCopie* C 7 ^/ Q 

Q 



AnnuitiM 




3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2. the applicant is notified that: 

□ the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to Ihe designated Offices. 

p 7 ] no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further actlon(s): The applicant is reminded of the following: 

Shortly alter 10 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 906&.1 and 906/S.3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Ollices which have not been elected In the demand or In a later election within 19 months from the 



w WV w vw.o. ~- / # r M r> » 

I : , . — .j . b- 1 '' 1 


Name and mailing address of the international Searching Authority 
European Patent Office, P.B. 581 8 Patendaan 2 
Jj\ NL-2280HVRijswijk 
WJi Tel. (+31-70) 340-2040. Tx. 31 651 epo nl, 
— * Fax: (+31 -70) 340-301 6 


Authorized officor 

Mauri zio Amodeo ■* ! C 
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NOTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

. In these Notes, "Article", "Rule", and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should howovor bo omphosizod that, sinco all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no naed to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, tt should bo omphasized that provisional protection is available in somo Statos only. 



What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, whore applicable, Article 41 . 



When? Within 2 months from the date of transmittal of the international search roport or 1 6 months from the priority 

date, whichever time limit expires later, tt should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after tho expiration of the 
applicable time limit but before the completion of the technical preparations for int emotional publication 
(Rule 46.1). 



Where not to file tho amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Whore a demand for international preliminary examination has be on /it filed, ooo bo low. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim » 
cancelled, no renumbering of the other claims is required In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the International application Is to bo published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)); 

The amendments must be submitted with a letter. 

Tho letter will not be published with the international application and the amended claims. It should not be 
confused with the 'Statement under Article 1 9(1)* (see below, under 'Statement under Article 19{1)*). 

Tho letter must be In English or French, at the choice of the applicant. However, If tho language of tho 
International application Is English, the letter must be In English; If the language of the International application 
Is French, tho letter must be In French. 
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NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped) .whether 

(i) the claim is unchanged; 

(ii) tho claim is cancollod; 

(iii) the claim is new; 

(rv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim aa filed. 



The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . [Where originally there were 46 claims and after amendment of some claims there are 51]: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added.* 

2. [Where originally there were 1 5 claims and after amendment of alt claims there are 1 1 J: 
"Claims 1 to 15 replaced by amended claims 1 to 1 1 ." 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged." 

4. [Where various Kinds of amendments are made]: 

"Claims 1*10 unchanged; claims 1 1 to 1 3, 1 8 and 1 9 cancelled; claims 1 4, 1 5 and 1 6 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added.* 



"Statement under article 19(1) w (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International apppllcatlon Is to be published. 
It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and doos not ropf ace the lettor indicating the differences botwoen tho claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words 'Statement undor Article 19(1)." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence If a demand for International preliminary examination has already been filed . 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has atroady boon submitted, tho applicant must proforably, at tho oamo timo of filing tho amondmonU with tho 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the International application for entry Into the national phaso 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amendod under Article 19 may have to be furnished to the dosignated/etectod Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL SEARCH REPORT 



(PCT Article 18 and Rules 43 and 44) 


Applicant's or agent's file reference 

I0248/7007WO 


FOR FURTHER see Notification of Transmittal of International Search Report 
. ~ * . (Form PCT/ISA/220) as well as, where applicable, item 5 below. 
ACTION 


International application No. . 


International filing date (day/monttVyear) 


(Earliest) Priority Date (day/montti/year) 


PCT/US 99/ 10777 


14/05/1999 


05/06/1998 


Applicant 






POINT THERAPEUTICS, INC. 







This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Artlclo 18. A copy is bolng transmitted to (ho International Bureau. 



This International Search Roport consist of n total of 4 shoots. 

PH It is also accompanied by a copy of each prior art document cited in this report. 

1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

I I international search was carried out on the basis of a translation of the international application furnished to this 

Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is lacking (see Box II). 

4. With regard to the title, 

PH the text is approved as submitted by the applicant. 

n the text has been established by this Authority to read as follows: 



□ 
□ 
□ 
□ 
□ 

□ 

2. [X] 



With regard to the abstract, 

|X| the text is approved as submitted by the applicant. 

| | the text has been established, according to Rule 38.2(b). by this Authority as it appears in Box III. The applicant may, 
1 — ' within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 



n as suggested by the applicant. (X| None of the figures. 

I | because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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INTERNATIONAL SEARCH REPORT 



Internationa) application No. 

PCT/US 99/ 10777 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 
This International Search Report has not been established in respect of certain claims under Article I7(2)(a) lor the following reasons: 

1. j~] Claims Nos.: 

because Ihey relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 39-42, 44-50 are directed to a method of treatment 
of the human/animal body the search has been carried out and based 
on the alleged effects of the compound/composition. 

RULE 39.1(iv) PCT Method of treatment of the human/animal body by therapy 

2. | | Claims Nos.: 

because thoy rolalo to parts of the International Application that do not comply with tho proscribod roquiromonts to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. I Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of Invention Is lacking (Continuation of Item 2 of first sheet) 

This International Searching Authority found multiplo inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
■ — ■ searchable claims. 

2. | | As all searchable claims could be searched without effort justifying an additional fee. this Authority did not invite payment 

of any additional fee.. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
I — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. | | No required additional search fees were timely paid by the applicant Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest 

| | No protest accompanied the payment of additional search fees. 
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International Application No. PCTAJS 99 A0777 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.1 

Although claims 39-42,44-50 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the 
alleged effects of the compound/composition. 



Continuation of Box 1.1 
Claims Nos.: 39-42,44-50 

Rule 39. l(i v) PCT - Method for treatment of the human or animal body by 
therapy 



INTERN. ZONAL SEARCH REPORT 

Information on patent family members 



,al Application No 



PCT/US 99/10777 



Patent document 
cited in search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



US 4935493 



19-06-1990 



AU 
OK 
FI 
WO 



2801289 A 
658489 A 
900101 A 

8903223 A 



WO 9310127 



27-05-1993 



AU 
AU 
CA 
CN 
CZ 
EP 
FI 
HU 
JP 
MX 
NO 
NZ 
PT 
SK 
ZA 



661362 B 
3136893 A 
2123128 
1073946 
9401244 
0641347 

942345 
67937 
7501078 
9206628 

941905 

245207 

101079 
59294 
9208978 



A 
A 
A 
A 
A 
A 
T 
A 
A 
A 
A 
A 
A 



02-05-1989 
22-12-1989 
09-01-1990 
20-04-1989 



20-07- 
15-06- 

27- 05- 

07- 07- 
12-07- 

08- 03- 
20-05- 
29-05- 
02-02- 
01-05- 
14-07- 
26-07- 

28- 02- 
08-02- 
24-05- 



•1995 
1993 
1993 
1993 
1995 
1995 
1994 
1995 
1995 
1993 
1994 
1994 
1994 
1995 
1993 



Fonn PCT/tSA/210 (patent family annex) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International Application No 

PCT/US 99/10777 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 6 C07F5/02 A61K31/69 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 C07F A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * Citation of document, with Indication, where appropriate, of the relevant passages 



Relevant to claim No. 



US 4 935 493 A (BACHOVCHIN, W.W. 
19 June 1990 (1990-06-19) 
cited 1n the application 
the whole document 



ET AL.) 



COUTTS, SIMON J. ET AL: 
"Structure-Activity Relationships of 
Boronic Acid Inhibitors of Dipeptidyl 
Peptidase IV. 1. Variation of the P2 
Position of Xaa-boroPro Dipeptides" 
J. MED. CHEM. (1996), 39(10), 2087-94 
1996, XP002109442 

-/- 



LH 



Further documents are listed In the continuation of box C. 



Patent family members are listed In annex. 



* Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s)or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



*T" later document published after the international filing date 
or priority dale and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
Involve an inventive step when the document Is taken alone 

"Y" document of particular relevance; the claimed invention 
cannot be considered to involve an Inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art 

document member of the same patent family 



Date of the actual completion of the International search 



16 July 1999 



Date of mailing of the international search report 



29/07/1999 



Name and mailing nddrooa, of the ISA 

European Patent Office, P.B. 5818 Patentiaan 2 
NL-2280 HVRiJswi)k 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nt. 
Fax: (+31-70) 340-3016 



Aulhorlzod oflicor 



Rinkel, L 
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INTERNATIONAL SEARCH REPORT 



International Application No 

PCT/US 99/10777 



C.(Contlnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Citation of document, with indication,where appropriate, of the relevant passages 



Relevant to claim No. 



SNOW, ROGER J. ET AL: "Studies on Proline 
Boronic Acid Dipeptide Inhibitors of 
Dipeptidyl Peptidase IV: Identification of 
a Cyclic Species Containing a B-N Bond" 
J. AM. CHEM. SOC. (1994), 116(24), 10860-9 
,1994, XP002109443 
cited in the application 

KELLY, TERENCE A. ET AL: 
"Immunosuppresive boronic acid dipeptldes: 
correlation between conformatio and 
activity" 

0. AM. CHEM. SOC. (1993), 115(26), 12637-8 
,1993, XP002109444 

WO 93 10127 A (BOEHRINGER INGELHEIM 
PHARMACEUTICALS, INC. ) 
27 May 1993 (1993-05-27) 
the whole document 
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PATENT COOPERATION TREATY 




From the INTERNATIONAL SEARCHING AUTHORITY 



To: 



WOLF, GREENFIELD & SACKS, P.C. 
Attn. Plumer, Elizabeth R. 
600 Atlantic Avenue 
Boston, Massachusetts 02210 
UNITED STATES OF AMERICA 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 



Date of mailing 
(day/month/year) 



21/10/1999 



Applicant's or agent's file reference 

I0248/7006W0 



FOR FURTHER ACTION 



See paragraphs 1 and 4 below 



International application No. 

PCT/ US 99/09652 



International filing date 
(day/month/year) 03/05/ 1 999 



Applicant 

POINT THERAPEUTICS, INC. 



DOCKETED 

NOV 0 2 1999 



1. fx] The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 



Where? Directly to the International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 



FHe Folder 

Docket Entry \ 
Docket Cross Off (?) 
Orter Coptec 
Annuities 
Confirmation 

and that the declaration under 



For more detailed Instructions, see the notes on the accompanying sheet. 

2. I I The applicant is hereby notified that no International Search Report will be establishec 
' — I Article 17(2){a) to that effect is transmitted herewith. 



3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2. the applicant is notified that: 

□ the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 

| | no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further acUon(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90fc/s.1 and 90f>/s.3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 






Name and mailing address of the International Searching Authority 
European Patent Office, P.B. 5818 Patentlaan 2 
/Stt Nl-2280HVRijswijk 
. SJJi Tel. (+31-70) 340-2040, Tx. 31 651 epo nl. 
~S Fax: (+31-70) 340-3016 


Authorized officer 

Claudia Aragone 



Form PCT/lSA/220 (July 1998) 



NOTES TO FORM PCT/ISA/220 



Those Notes are intended to give the baaio instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Ac^in^«ti^ln»M»m 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article", "Rule\ and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however bo emphasized that, since all parts of the i**™** 0 "*^^ 
description and drawings) may be amended during the international preliminary examination procure tl^re« usuaJly 
no need to file amendments of the claims under Article 19 except where, e^. the app^twants ^ J^^^bs^ 
for the purposes of provisional protection or has another reason for amending the claims before international pbulicatton. 
Furthermore, ft should be emphasized that provisional protection is available in some States only. 

What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article ^^befora 
the International Preliminary Examining Authority. The ascription and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 

When? Within 2 months from the date of transmittal of the international search report or 1 6 months ^^thapriorrty 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 

Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/is filed, »ee below. 

How? Either by cancelling one or more entire claims, by adding one or more new claims or by amendng the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

Aft the claims appearing on a replacement sheet must be numbered in Arabic numerals. Wheni .a daimis 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendment, must be made In the language In which the International application la to be published. 

What documents must/may accompany the amendments? 

Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the •Statement under Article 19(1)* (see below, under -Statement under Article 19(1)"). 

The letter must be In Engllah or French, at the choice ot the applicant However, If the language of the 
SorS the'letter must be In English; If the language of the International application 

Is French, the letter must be In French. 
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NOTES TO FORM PCT/ISA/220 (continued) 



The tetter must indicate the differences between the claims as filed and the claims as amended It mu ^" 
S^?, inM .."connection with each claim appearing in the international apphcabon (it be.ng understood 
that identical indications concerning several claims may be grouped) .whether 

(i) the claim is unchanged; 

fri) the claim is cancelled; 

(iii) the claim is new; 

(rv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 

The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . (Where originally there were 48 claims and after amendment ol some 4aimsthere ' 5 Jj= 
^Claims 1 to 29. 31 , 32, 34, 35, 37 to 48 replaced by amended claims beanng the same numbers, 
deims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 1 5 claim* and after amendment of ail claims there are 11 ]: 
•Claims 1 to 1 5 replaoed by amended claims 1 to 1 1 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 

XlI'msTto 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added* or 
•Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged 

4 IWhere various kinds of amendments are made]: 

S MO unchanged; claims 11 to 13, 18 and 19 cancelled; claim. 14, 15 and 16 ^aced by amended 
daim 1 4; claim 17 subdivided into amended daims 15, 16 and 17; new darnis 20 and 21 added. 

-Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the ^ m ^^^ r ?QCi 
that such amendments might have on the description and the drawings (wh>ch cannot be amended under 
Artide19{1)). 

The statement will be published with the international application and the amended daims. 
It must be In the language In which the International appplicatlon Is to be published. 
H must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating f*™~» ^^"i ha^i'nT 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a headmg, 
preferably by using the words 'Statement under Article 1 9(1 ).' 

It may not contain any disparaging comments on the international search report or the releva ^°^^ ion » 
chained in that report. Reference to citations, relevant to a given daim, contained m the international search 
report may be made only in connection with an amendment of that claim. 

Consequence If a demand lor International preliminary examination has already been filed 

If, at the time of fifing any amendments under Article 1 9 a demand for intern atio^ 

has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
E£mat^ a oo^of such amendments with the International Preliminary Examining 

Authority (see Rule 62.2(a), first sentence). 

Consequence with regard to translation of the International application lor entry Into the national phase 

The applicants attention is drawn to the fact that, where upon entry into the nationai^ase, a ^^«™ f # *£ 
d^rr^ ^o^under ArUde 19 may have to be furnished to the designated/elected Offices, instead of. or 
in addition to, the translation of the daims as filed. 

For further details on the requirements o! each desigqated/elected Office, see Volume II of the POT Applicant's 
Guide. 
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I. Basis of the opinion 

• t u H^nnntha basis of (s^/tuta sheers which have been turnished to tho receiving Office 

Description, pages: 

■j. 43 as originally filed 

Claims, No.: 

^0 as originally filed 

Drawings, ahoete: 

1/5-5/5 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3 This opinion has been established as H (some of) the amendments had not been made, since they have been 
' considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



IV. Lack of unity of invention 

1 . In response to the invitation (Form PCT/lPEA/405) to restrict or pay addition* fees, the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

B paid additional fees under protest. . 

□ neither restricted nor paid additional fees. 

2. D Tn* Authority founds 
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and chose, according to Rule 66.1. not to invite the applicant to restrict or pay additiona. fees: 

3. Consequents 

examination in establishing this opinion: 

H all parts. 

□ the parts relating to claims Nos. . 



V. Reasoned statement under Rule M with regard tc • n^l^v.«llv. *tep or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Claims 10-12: no (1-9, 13-30: yes) 

Inventive step (IS) Claims 13-17: no (1-9. 18-30: yes) 

Industrial applicability (IA) Claims 

2. Citations and explanations 
see separate sheet 

VIII Certain observations on the international application 

The toHowing observations on the clarity of the cUn.. description, and drawings or on the question whether the 

claims are fully supported by the description, are made: 
see separata sheet 
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WRITTEN OPINION . Internationa, application No. PCT/US98/20343 
SEPARATE SHEET . I . 

ah BoMinn v. Rea— h g t a t»m & nt with ronarri to nnvHtv, Inventive step_gr 
industrial applicability 

1) Documents 
D1...WO-A-940305 

D2... Bristol et al. (1995) Blood 85: 3602-3609 
Invention 1 (Claims 1-17) 

2) Novelty 

2.1) Claims 10-12 do not meet the requirements of Art. 33(2) PCT. 

Claim 10 is directed to an apparatus comprising a container and an inhibitor of 
dipeptidylpeptidase type IV (DPIV) contained therein or attached thereto. 

inhibitors of DPIV are known in the art. Hence, any container containing DPIV- 
inhibitors can be considered novelty destroying for claim 10. 

Moreover, D1 discloses methods of culturing haematopoietic cells in the presence 
of DPIV inhibitor. Hence, claims 11 and 12 cannot be considered novel in view of 
D1, either. 

2 2) Claims 1-9 relating to a method for stimulating haematopoietic cells in vitro, and 

claims 13-17 meet the requirements of Art. 33(2) PCT as the subject-matter of 
these claims is not disclosed as such in the available prior art. 

3). Inventive step 

3 1) Claim 13, which further defines the apparatus of claim 10, does not meet the 

requirements of Art 33(3) PCT as it does not add any features which would 
render inventive the subject-matter oFclaim 1 0. 

3.2) Claims 14 and 15 do not meet the requirements of Art. 33(3) PCT as a 
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composition of magnetic particles and DPIV inhibitor, both of which are known in 
the state of the art, are not considered to involve an inventive step. 

3.3) Claims 15 and 17 relate to a kit lor stimulating haematopoietic cells in vitro. Since 
it is known in the art that haematopoietic cells can be stimulated in the presence 
of DPIV inhibitors and corresponding experiments are disclosed, e.g. in D1. a kit 
comprising the means for stimulating haematopoietic cells cannot be considered 
to involve an inventive step in the sense of Art. 33(3) PCT. 

3.4) Claims 1-9 are considered to meet the requirements of Art. 33(3) PCT. 

Claim 1 is directed to a method for stimulating haematopoietic cells in vitro 
comprising culturing the haematopoietic cells in the presence of the inhibitor of 
DPIV and in the absence of exogenous cytokine. 

Both D1 and D2 describe methods for stimulating haematopoietic cells using DPIV 
inhibitor. In both documents, however, media are disclosed which contain 
exogenous cytokines. The possibility of stimulating haematopoietic cells In the 
absence of cytokines is not disclosed or derivable in an obvious manner from 
these documents. Hence, claim 1 and the claims dependent thoroon (claims 2-9) 
are considered to involve an inventive step in the sense of Art. 33(3) PCT. 



Invention 2 (Claims 1 8-30) 

4) Novelty and Inventive step 

Claims 18-30 are considered to meet the requirements of Art. 33(2)(3) PCT as 
methods for expanding antigen-specific T cells In vitro comprising culturing early T 
lineage cells In the presence of a heteroconjugate containing an inhibitor of a 
DPIV Inhibitor attached to an antigenic peptide are neither disclosed nor 
suggested In the prior art. (Note, however, the comments in Section Villi) 

Ad Section VIII: Certain observations on'the intern ational application 

Claims 18-30 do not meet the requirements of Art. 5 and 6 PCT. 



Form PCT/Separata ShosWOB (Stoat 2) (EPO-April 1897) 

OCT 25 1999 88=05 +49 89 2399 44S5 PflGE.05 



WRITTEN OPINION 
SEPARATE SHEET 



International application No. PCT/US98/20343 



Claims 18-21 refer to a method for expanding antigen-specific T cells comprising 
culturing T-cells in the presence of a heteroconjugate containing an inhibitor of a 
DPIV inhibitor attached to an antigenic peptide. 

It is not clear, how an inhibitor of a DPIV inhibitor should contribute to the 
expanding of T-cells. As DPIV inhibitors are known to stimulate haematopoietic 
cells using an inhibitor of a DPIV inhibitor should rather prevent the stimulation of 
haematopoietic cells. As the same formulation is found In the specification (p. 36- 
3B) and no specific examples are given which would show the actual effect of the 
claimed methods claims 18-21 and dependent claims 22-30 lack clarity and are 
not considered sufficiently supported by the description. 



Form PCT/Separate Shwwoa (Shoot 3) (EPO-April 1997) 
OCT 25 1999 06:05 



+49 89 2399 4465 



PAGE. 06 



